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What is claimed is: 

A modified oligonucleotide or derivative thereof, as herein defined, wherein 
th^onodification comprises substitution, for one or more linkages between 
individual nucleotide residues which are synthesized utilizing phosphotriester 
solid pnk§e synthesis chemistry, of a methylene phosphonate type linkage of the 
formula 



Z. o 




and stereoisomers thereof, wherein: 

each B is independently a purine or pyrimidine base or modified form; 
each Z is independently^ noninterfering substituent, preferably hydrogen, 
PO3" or a protecting grouj 
each Rl is independently 
each Y is independently OR^, N(j( 



each R 2 is independently hydrog 
X is selected from oxygen and suf 
n is an integer from 1 to 200. 




yl, fluorine or methyl ester; 
wherein, 

yl (1 - 12 C); 



2. The modified oligonucleotide of claim 1 which is a dimer, trimer or 



tetramer. 
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3. The modified oligonucleotide of claim\ 1 comprising 

a first nucleotide sequence containing at least three nucleotide residues, 

said sequence having either 3 1 to 5' or 5' to 3 f pplarity, and, coupled thereto, 
a second nucleotide sequence containing at least one nucleotide 

residue, said second sequence having polarity inserted from that of the first 

sequence. 
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4. The oligonucleotide of claim 3 which is capable of forming a triplex 
with a target duplex DNA. 

5. The oligonucleotide of^e^airn 4 which is capable of forming a covalent 
5 crosslink with a target dijpfex DNA. 

6. The modi^d oligonucleotide of claim 1 wherein R 1 and R 2 are both 
fluorh 



10 7*\^ A compound of formula (II): 




1 R 



and stereoisomers thereof, wherein: 

B is a purine or pyrimkline base or modified form; 
20 each Rl is independentlj\hydrogen, hydroxyl, fluorine or methyl ester; 

each Y is independently OK 2 N(R 2 ) 2 or SR 2 wherein, 
each R 2 is independently hydrogen or alkyl (1 - 12 C); and 
X is selected from oxygen and sulfur. 
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and stereoisomers thereof wherein B, Rl, R 2 , Y and X have any of the meanings 
given in claim 7. 
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9. A compound of formula (IV) 




and stereoisomers thereof wherein B, Rl, R 2 , Y and X have any of the meanings 
10 given in <aaim 7. 




?fein B is guanine. 



11. The compound of clafim 10 wherein B is adenine. 





The compound of claim 10 wherein B is cytosine. 



ihe com pound of c laim- 40 wherein B is azir idi ^dcyto sine^^ 



The compound of claim 7 having the formula^Vl): 
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wherein B is /guanine. 



15. The compound of claim 14 wherein B is adenine. 



5 16. The compound of/claim 14 wherein B is cytosine. 



h Th e compound of claim 11 wherein- B is aziridinyt eytosine — . 



18. The compound £( claim 14 wherein B is thymine. 
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19. A pharmaceutical composition useful for treatment of 



20. 



10. 



15 



nt condition which 
unt of a compound of claim 
eutically acceptable 



a viral infection or 
comprises en effectiv 
1 in combination witK a pha' 
carrier. 

A pharmaceutical^cgmposiTETon useful for treatment of 
a viral infection or malignant condition which 
compulses en effective amount of a compound of claim 

in combination with a pharmaceutical^ acceptable 
carrier. 



The composition of clai: 




in unit dosage form. 



22. The compositi^^of/claim 20 in unit dosage form. 
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A method for treatment of viral infection or 
malignant condition which comprises administering to 
m individual in need of such treatment an effective 
amount of a compound of claim 1. 
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24. A method for treatment of viral infection or 

malignant condition which comprises administering to 
an individual in need of such treatment an effective 
amount of a\compound of claim 7 . 



30 



25. The oligonucleotidj 

stable by having )2 or 
linkages at both / 5 \ arid 
residues. 



claim 1 which is nuclease 
re 5 1 methylene phosphonate 
3' 1 terminal internucleotide 
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26. The modified oligonucleotide of claim 1 wherein each 
B is independently selected from adenine, guanine, 
cytosine, 5-methylcytosine, \ziridinylcytosine, 8- 
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